features of Crohn's disease when treated longterm with high dose corticosteroids.
Figure 1: Sigmoid colon biopsy specimen at presentation showing typicalfeatures of ulcerative colitis goblet cell depletion, acute inflammatory cell infiltrate, mucosal ulceration, and crypt abscess formation.
features of Crohn's disease when treated longterm with high dose corticosteroids.
Case report A 24 year old non-smoking man, with a maternal aunt with ulcerative colitis, presented with a two month history of increased bowel frequency, five to eight times per day, with blood and mucus from the rectum and four kg weight loss. There were no systemic manifestations of inflammatory bowel disease. Abdominal examination was unremarkable, however, rigid sigmoidoscopy showed a severe proctitis. A biopsy specimen at this time showed an increased mixed inflammatory cell infiltrate in the lamina propria with infiltration of glandular epithelium by polymorphs although few crypt abscesses were seen. There was severe distortion of glandular architecture with appreciable mucin depletion. Paneth cells were identified. The appearances were consistent with moderately severe active ulcerative colitis (Fig 1) . His haemoglobin was 14 1 g/dl, erythrocyte sedimentation rate (ESR) 7 mm in first hour, and serum iron 7 ,umol/l (normal range 13-32 pumoli).
He was given rectal corticosteroids, sulphasalazine, and ferrous sulphate. A subsequent barium enema showed confluent fine irregularity of the mucosa of the rectum, sigmoid, and distal descending colon (Fig 2) . The rest of the colon was normal, hence a diagnosis of distal ulcerative colitis was made.
Over receiving corticosteroid treatment in varying doses (Fig 3) .
Nine months later a further flare up of his colitis occurred requiring inpatient care, his ESR being 57 mm in the first hour on admission. A colonoscopy at this time showed a severe colitis up to 45 cm, with the rest of the colon being normal. Ten biopsy specimens were taken of which the distal 7 (from the rectum, sigmoid, and descending colon) all showed multiple granulomata. Oral prednisolone was withdrawn and rectal corticosteroids introduced.
He relapsed shortly after discharge, and was given oral prednisolone for the next 24 months, with the dose not being reduced below 12-5 mg daily. During this period two further sigmoidoscopies showed an active proctitis, four biopsy specimens showed granulomata (Fig 4) . A small bowel enema was normal but he had developed typical perianal Crohn's disease with fistula formation.
He had become Cushingoid in appearance and was referred for advice about his medical treatment. He was given metronidazole 400 mg thrice daily, vitamin C 500 mg daily, bismuth subsalicylate enemas,5 and enteric feeding with Triosorbon6; with his corticosteroids being withdrawn over a 12 week period. His general condition then improved considerably serum albumin rising from 34 to 43 g/l weight from 47 to 53 kg while his colitis remained distal and only moderately active. Two years after corticosteroid treatment had finished he remained systemically well although continued to have intermittent diarrhoea. Colonoscopy showed benign stricturing in the sigmoid colon, which responded to balloon dilation. Eleven biopsy specimens taken at five colonoscopies did not show any granulomata, the histological appearances again being typical of ulcerative colitis although perianal disease persists.
Discussion
This case illustrates a patient with typical clinical, radiological, and histological features of ulcerative colitis, who subsequently developed granulomatous colitis with stricturing and perianal disease while receiving a protracted course of corticosteroid treatment. When the corticosteroids were withdrawn, 11 subsequent biopsy specimens did not show granulomata and stricturing resolved (albeit aided by balloon dilatation).
The question of whether inflammatory bowel disease is one disease or two7 remains valid while the aetiology is unknown. The arguments over diagnosis are often circular: Crohn's disease is characterised by granulomata therefore colonic granulomata means Crohn's disease, this probably results in a diagnosis commonly being changed from ulcerative colitis to Crohn's disease when the first granuloma is found but almost never from Crohn's disease to ulcerative colitis. This perhaps might explain why, if both diseases represent a continuum of one disease, there are no cases in published works of 'transformation' form Crohn's disease to ulcerative colitis.
The well reported families within which some subjects have ulcerative colitis and others have Crohn's disease,8 provide perhaps the strongest line of evidence in favour of the conditions Proponents of an infective aetiology for Crohn's disease could argue that corticosteroid treatment may depress the host immune response and permit exacerbation of the underlying infection. This is well known to occur if tuberculosis is inadvertently treated by corticosteroids, however, tuberculosis in the immunosuppressed patient is usually associated with a paucity of granulomata. 1' 12 Alternatively the granulomata might be the result of corticosteroid induced defects in phagocytic function without any specific infective organism. Several authors'3-15 have shown decreased function of human polymorphonuclear leucocytes when treated, in vitro, with corticosteroids. In vitro studies show that corticosteroids reduce the function of neutrophils against Pseudomonas aeruginosa resulting in incomplete phagocytosis, lack of vacuole coalescence, and minimal disruption of bacterial cell walls.13 Neutrophil function measured by the release of neutrophil cobalamin binding protein, which is exclusively located in the neutrophil secondary granules, is also inhibited by exposure to corticosteroids.14 In vitro, neutrophil mediated antibody dependent cell cytotoxicity has been shown to be inhibited by hydrocortisone, methyl prednisolone, and dexamethasone15 as has neutrophil chemotaxis. '6 There are two rare conditions, malakoplakia and chronic granulomatous disease, which result from defects in phagocytic function and in which granulomatous colitis may occur. Malakoplakia is a granulomatous disease, occurring typically in the genitourinary tract, but which can cause a colitis that closely mimics Crohn's disease.17 18 In this condition there is a failure of phagocytes to kill bacteria, related to a low cGMP/cAMP ratio.19 Similarly in chronic granulomatous disease where there are inherited, autosomal or X linked, neutrophil defects that impair the ability to kill ingested bacteria, colitis may again occur that mimics Crohn's disease.
There is considerable evidence that phagocytic function may be impaired in Crohn's disease, even in the absence of corticosteroid treatment; this includes a lower level of polymorph oxidative metabolism than those of treated patients and controls,20-22 decreased sensitivity and peak response to the major complement derived chemotactic factor C5a by polymorphonuclear leucocytes,23 decreased stimulated migration, increased adhesiveness, and decreased electrophoretic mobility.24 Complement dysfunction and inhibitory factors of neutrophil chemotaxis are also described. 25 26 In the case reported here the time course of the appearance and subsequent disappearance of granulomata raises the possibility that decreased polymorph function caused by corticosteroid treatment may have provoked the development of granulomata. This could be a further reason, apart from its lack of efficacy,27 28 why maintenance corticosteroid treatment should be avoided in ulcerative colitis. This case also provides further evidence for the view that ulcerative colitis and Crohn's disease may represent a continuing spectrum of inflammatory bowel disease. 
